In the great majority of cases, these constitutional symptoms, including fatigue, resolve in parallel with the fever. However, in a minority, a disabling fatigue state may persist for weeks, months or (rarely) years.
Many of the features of the acute sickness response remain evident in the prolonged fatigue state.
Following acute Q fever, Epstein-Barr virus (EBV) infection or Ross
River virus (RRV) infection approximately 30% of individuals experience severe post-infective fatigue and other symptoms lasting 3 months, and 10% of cases meet diagnostic criteria for chronic fatigue syndrome (CFS) when evaluated by a physician and psychiatrist at 6 months following the infection 3 . Infection with several other viral and non-viral pathogens have been linked to a subsequent prolonged fatigue state (i.e. lasting 1 month or more), including cytomegalovirus (CMV), influenza, toxoplasmosis, brucellosis and leptospirosis [4] [5] [6] . In contrast, non-specific viral infections (upper respiratory tract infections and gastroenteritis) have been specifically shown not to be associated with an increased incidence of prolonged fatigue 7 . In addition, inappropriate attribution of chronic fatigue to a coincidental preceding infection is common.
For instance, reported prevalence rates of persistent fatigue , and these point to variation in cell mediated immunity as driving susceptibility. These genes also potentially point to specific pathogens.
There is empirical and epidemiological evidence that pathogens could be environmental triggers, but the distinction between association and causation is problematic. Two likely mechanisms for causation have been described: bystander activation, where selfreactive T cells are activated due to tissue damage by a pathogen; and molecular mimicry, where T cells that recognize pathogen epitopes are also self-reactive and are activated by the pathogens (Figure 1 ).
Alternatively, pathogens might be protective in autoimmune disease, by inducing tolerance 4 .
The sudden arrival and subsequent epidemics of MS in the Faroe Islands during and after WWII was most easily explained as facilitated by the arrival of British troops and accompanying pathogens in 1943 5 . But if MS here and elsewhere was caused by an infection, the pathogen has remained elusive. From the geographic and ethnic distribution, the pathogen is likely to be ubiquitous in western
